In 1971, when Levy et al described a patient with severe cholestatic jaundice and primary amyloidosis, a review of the published reports revealed another four patients with a similar syndrome. Rubinow et The duration of the symptoms before the onset of jaundice ranged from 2 to 36 months (median 7.5 months). The most frequent of the extrahepatic amyloid syndromes were proteinuria (present in 14 (56%) of the patients at the time of presentation) congestive cardiac failure (in four (16%)), and orthostatic hypotension (in only two cases). 0. [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] . The most frequently recorded immediate cause of death was renal failure (14 patients), although most had a progressive deterioration in liver function before the final oliguria. Hepatorenal failure was reported in five patients, liver failure in one, and congestive cardiac failure in two. One patient died of spontaneous intrahepatic haemorrhage and in two the cause was not specified.
Discussion
The most common amyloid syndromes are the result of infiltration of the kidneys, heart, and peripheral nervous system.12 Amyloid deposition in the liver is also a frequent finding in patients with both AL and AA amyloidosis. Originally thought to be more frequent in secondary amyloidosis,13 14 a careful examination by Cohen and Skinner showed that hepatic amyloid deposition is a universal phenomenon, although the distribution and extent of deposition may vary.15 Although hepatic involvement can be massive, clinical manifestations including cholestasis as in the present cases are rare. In a series of 229 patients with primary amyloidosis, Kyle reported an incidence of hepatomegaly of 34%/o with a modestly raised ALP activity in 16% of the patients. Hyperbilirubinaemia was present in only 4%/o of the cases.11 In 1988 Gertz et al presented a series of 80 patients with AL amyloidosis in which hepatic involvement was a dominant feature leading to the diagnosis.16
The median age of presentation was 59 years (range 37-80) with an approximately equal sex distribution (42 men, 38 women). Hepatomegaly was present in 83% of the patients but splenomegaly was relatively uncommon (10%). Liver function test abnormalities were surprisingly mild or absent, the most conspicuous being a raised ALP or AST activities. Serum bilirubin concentrations were virtually always normal -only 8% had a value above 30 ,umol/l, and in only three patients did values exceed 100 ,umol/1. From what can be gathered from these and other large clinical seriesl the overall prevalence of jaundice in AL amyloidosis is less than 5%. Ascites is also relatively uncommon and mild (100°/o20% of the patients). '7 18 It is usually attributed to congestive heart failure or nephrotic syndrome and occasionally to portal hypertension which is extremely rare. Itescu in his review of the reports described nine such patients,'9 and more recently there was a case report from Japan20 of a patient with AL amyloidosis, portal hypertension, and bleeding oesophageal varices in whom an intrahepatic arterio-portal shunt was found at angiography.
One feature of note is the occurrence of a low globulin level and the occasional finding of a high platelet count, both of which are unusual in chronic liver disease with splenomegaly. The hypogammaglobulinaemia probably signifies an increased urinary loss or suppression of normal immunoglobulin synthesis by an abnormal plasma cell clone, while the raised platelet count probably represents a degree of functional hypo-splenism. Of interest in the present patients, was the heterogeneity in the Congophilia and in the amount and intensity of the birefringent material present in the Congo red positive areas, particularly in the perisinusoidal deposits. Such a finding has been recently described2l in a patient with light chain deposition disease (LCDD) and AL amyloidosis who presented with jaundice and hepatomegaly. This lack of tinctorial uniformity could be related to the codeposition of AL amyloid and non-amyloid light chains.
To explain the pathogenesis of severe cholestatic jaundice, a mechanical impedance to bile flow at the level of the bile canaliculi or further at the smaller ducts has been postulated. Confirmation of this hypothesis by electron microscopic examination was not found in the two cases actually studied.7 22 Moreover it does not explain why most patients with extensive amyloid liver deposits show no jaundice or raised alkaline phosphatase activities. It is interesting to note that functional derangement of renal tubular epithelium in patients with Bence-Jones proteinuria has been reported. 
